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Spanish Radiation Oncology Society meeting -
SEOR 2024
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Cexmo Nacios)
e Privencion o]

Uso
La hipertermia es un potenciador potente de
tratamientos de radioterapia/quimioterapia

Inicic  ElGrupo  Hipertermia = Contacto I_wrw

Potenciando el tratamiento contra el cancer

Inhibe la reparacién del ADN

Potencia la expresion de antigenos
Reduce las zonas hipéxicas

Aumenta la permeabilidad de la membrana
Potencia el efecto abscopal

Y més beneficios Vea més >>

Evidencia cientifica
Patologias con nivel de evidencia IA y

grado de recomendacion A

Colorrectal avanzado
Mama locorregional avanzado/recidivante
Cérvix en tratamiento QT/RT

Sarcoma de partes blandas

Recidivas cutaneas

Cabeza y cuello avanzado Vea més >>

Hipertermia oncologica

El cuarto pilar en el tratamiento contra el cancer

@V decilla Eﬁé“’%

Y Aprobada por la Organizacién médica (T@g

Colegial ( oM C) e

La Hipertermia ha sido incluida como dentro del

para 2022, |a clasificacion que la Organizacion Médica Colegial (OMC) elabora para los diferentes

actos y técnicas médicas aprobadas y idas por dicha
Q La Organizacién Médica Colegial, esta formada por los Colegios Provinciales Oficiales de Médicos
O M ‘ \ y por el Consejo General, ambas son cor dederecho publico que estan
5 amparadas por la Ley General de Colegios Profesionales

ORGANIZACION T : .
MEDICA COLEGIAL Indicaciones de la Hipertermia en el Nomenclator

DE ESPANA La Hipertermia se ha incluido en el Nomenclator con indicaciones para distintos tipos de

CONSEJO GENERAL tumores:
gE ﬁ'io &%oss GROALES ® Céncer de cuello uterino junto con radioterapia en pacientes que normalmente serian

tratados con piayr pero que no son elegibles para
quimioterapia debido a factores relacionados con el paciente.
e Cancer de mama.
© Inoperable.
O Metastasis linfatica inoperable.
0 Recurrencia cuténea de mama.
Céncer de vejiga que no responde a BCG.
Sarcoma de tejidos blandos.
Tumor primario pancreético inoperable.
Tumor colo-rectal avanzado o con recidiva local.
Cénceres de cabeza y cuello inoperables como parte de un régimen paliativo.
Glioblastoma multiforme como parte de un régimen paliativo.
Recidivas cutdneas.
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J hizssiDn

(& valdecilla

Oncothermia Journal Volume 37 | September 2025

Page 62100



Some strong scientific evidences...

W
|

JAMA Oncol. 2018;4(4):483-492.
doi:10.1001/jamaoncol.2017.4996

JAMA Oncology | Original Investigation
Effect of Neoadjuvant Chemotherapy Plus Regional
Hyperthermia on Long-term Outcomes Among Patients
With Localized High-Risk Soft Tissue Sarcoma

The EORTC 62961-ESHO 95 Randomized Clinical Trial

* Phase 3 randomized clinical trial ﬂa%:f
* Germany (6), Norway (1), Austria (1), and the United States (1). ERope:

» University Hospital Munich-
Grosshadern of the LMU

° Ages 18 - 70 years. + Argirov Clinic Starnberger See

» Rotkreuz Krankenhaus Munich

Histologically proven soft tissue sarcoma with the following risk criteria: | Simiiesons |

+ Tumor diameter > 5 cm or larger. e et

* Grade 2 or 3. = i A
+ Deep to the fascia. v

* No evidence of distant metastases. » Duke University Hospital, Durham

* Objectives:
« Primary: Local progression-free survival. The median follow-up duration was 11.3

* Secondary: o (9.2-14.7) years.
* Tumor response to induction therapy.
* Disease-free survival.
* Survival.

@ valdecill INMZA O]
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JAMA Oncology | Original Investigation

Effect of Neoadjuvant Chemotherapy Plus Regional
Hyperthermia on Long-term Qutcomes Among Patients
With Localized High-Risk Soft Tissue Sarcoma

The EORTC 62961-ESHO 95 Randomized Clinical Trial
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Hyperthermia was adeiristered to the tumor, twice:

| <o cT

per cycle, to alocalzed temperature of 42°C.

15.4 Years

23 76 MPROVEMENT OF 10 YEARSURVIVAL

extremity
NACT plus RHT
nonextremity

T alone
nonextremity
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A, Median local progression free survivalwas 5.6 years (95% €1, 2.9-8.7) in the
NACT plus RHT group compared with 24 years (95%CI, 17-4.2) in the

NACT-al B, Median d f | was 1,
2.0-4.9)in the NACT plus RHT group compared with 1.5 years (95% C1, 11:21) in
the NACT-alone group. C, Median survival was 154 years (95% Cl, 6.6to >17.0
[the upper confidence limit cannot be estimated and represents the lower
bound forthevalueto be expected]) in the NACT plus RHT group compared
With 6.2 years (95% C1,3.2:10.3) in the NACT-alone group. D, Extremnity
tumor-survival rates at5 and 10 years were 75.2% and 68.3% in the NACT plus

RHT group compared with 60.8% and 59.2%in the NACT-alone group. The
absolutedifference at5 years was 14.4% (95% Cl, 0%-29.5%) and was 9.1%
(95%CI, 0%-24.7%) at 10 years. Nonextremity tumor-survival rates at5 years
and10 years were 53.5% and 41.3% in the NACT plus RHT group compared with
44.0% and 29.9% in the NACT-alone group. The absolute difference at Syears
was 9.5% (95% CI, 0%-23.8%) and was 11.4% (95% CI, 0%-25.1%) at 10 years.
NACT indicates neoadjuvant chemotherapy consisting of doxorubicin,
ifosfamide, and etoposide; RHT, regional hyperthermia.
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Tumor cells
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Increased
perfusion and
disruption of BBB
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apy and laser interstitial thermal

therapy: a multipronged future of neuro-oncology. International Journal of Hyperthermia.
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Eusopean Joumnal of Cancer 158 (2021) 123132

Avallable online at www.sclencedirect.com h EIC

ScienceDirect

"
journal homepage: www ejcancer.com mm o=

Immune infiltrates in patients with localised high-risk soft ™
tissue sarcoma treated with neoadjuvant chemotherapy ™

Original Research

without or with regional hyperthermia: A translational ¢ The stud rotocol
research program of the EORTC 62961-ESHO 95 A P A
randomised clinical trial INC | u d ed ano pt 10oNna |
Rolf D. Issels **', Elfriede Noessner ™', Lars H. Lindner *, accom pa nyl n g

Michael Schmidt ©, Markus Albertsmeier ¢, Jean-Yves Blay ©, -

Emanuel Stutz ', Yujun Xu %, Veit Buecklein *, tra nS Iatlon a I prOgra m'
Annclore Altendorf-Hofmann “, Sultan Abdel-Rahman ©,

Ulrich Mansmann #, Michael von Bergwelt-Baildon ', Thomas Knoesel / to dete rm ine i m m u ne

. cells of tumour tissue.

gy, LM Muaich,

mboliz Zenirum Minchen, Ger
Cancer Reglsiry, sl

&, Riomcrry ond Epids

ceral and Trausplansation Surgery, LMU Minich, Mianich, Germany
tre Lewn Berurd 23 itue Laenmecl, Lyon, 6937

il era Unisersity Hospital, Univer

Caneer Center LMY, Munich,
 nstitwie of Patholagy, LMU, Thaikirchner Ste 36, Munich, 86337, Germuny

Availablc online 16 October 2021

Immune infiltrates in patients with localised high-risk soft ™

o

tissue sarcoma treated with neoadjuvant chemotherapy
without or with regional hyperthermia: A translational
research program of the EORTC 62961-ESHO 95
randomised clinical trial

E European Journal of Cancer 158 (2021) 123—132
Cycle I ] %
NAC NAC NAC NAC
R
RHT RHT RHT RHT
° - Response » oo
t > >
$2| 2R o[+ b &
g2 |2 i R R A i 8
imaging
N=53 | [ NAC NAC NAC NAC

* 28 patients had paired samples (only available for patients who had been biopsied and finally
operated at the Munich Centre).

* NAC-RHT: 13
* NAC: 15

& valdecilla INMEA
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Immune infiltrates in patients with localised high-risk soft ™
tissue sarcoma treated with neoadjuvant chemotherapy
without or with regional hyperthermia: A translational
research program of the EORTC 62961-ESHO 95

rando: European Journal of Cancer 158 (2021) 123—132

 Examined for TILs (Infiltrating tumor lymphocytes) and
immune biomarker expression, including CD8, PD-1, PD-L1, and
FOXP3.

* The TIL score was assigned as high (>5 cells per HPF) or low ( 5 cells per HPF).

¢ The CD8 cell score was defined by anti-CD8 antibody immunoreactivity as high (>10 cells per HPF) or low (<10 cells per HPF)

(@ valdecilla INMZA () usam

Immune infiltrates in patients with localised high-risk soft ™
tissue sarcoma treated with neoadjuvant chemotherapy =
without or with regional hyperthermia: A translational
research program of the EORTC 62961-ESHO 95

randomiscd clinical trial European Journal of Cancer 158 (2021) 123—132

+ In post-treatment samples {biopsy 2): 53% (28/53) tumours high TIL infiltrate vs 47% (25/53) with
low TIL infiltrate.

« High TlLs significantly associated with prolonged LPFS {p 0.039) and DFS (0.040)

A | Local progression-free survival Disease-free survival
it 100 H Hazard ratio for progression
h Hazard ratio for local progression - or death with post-treatment
L or death with post-treatment &0 high TiLs
& high TiLs 0.49 (95%Cl, 0.25 - 0.98)
. 80 -L 0.48 (95%Cl, 0.24 - 0.98) 801 ¥ Log-rank p=0.040
¥ -l Log-rank p=0.039 ®
K] o ]
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g b 2 5 .-
£ 30 . 3
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HER ] HERT = oo
miscing matng e 3 missing: 3
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High CD8 by groups

E Local free survival for post high CD8 E Disease-free survival for post-treatment high CD8
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Patients of the NAC-RHT group, whose tumours exhibited high CD8 counts, had significantly longer LPFS
(p=0.011) and DFS (p =0.006) compared to the NAC group.

& valdecina
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CONCLUSIONS

* Preoperative chemotherapy +/- concomitant Hyperthermia turned
the state of a cold, non-immunogenic sarcoma into a more
immunogenic tumour with high TILs, a decrease of immune-
suppressive FOXP3 regulatory Tcells, and absence of PD-L1
expression.

* In patients with high increase in CD8, the addition of hyperthermia
significantly increased local progression free survival and disease
free survival.
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/{/ (]' g & World Journal of

Clinical Oncology

Submit a Manuscript: https://www.f6publishing.com World | Cliys Oncol 2021 November 24; 12(11): 1064-1071

DOI: 10.5306/ wjco.v12.i11.1064 ISSN 2218-4333 (online)

Observational Study

Modulated electro-hyperthermia in stage lll and IV pancreatic cancer:
Results of an observational study on 158 patients

Giammaria Fiorentini, Donatella Sarti, Girolamo Ranieri, Cosmo Damiano Gadaleta, Caterina
Milandri, Andrea Mambrini, Stefano Guadagni

INTERNATIONAL JOURNAL OF

RADIATION ONCOLOGY - BIOLOGY - PHYSICS 7*TRO

CLINICAL INVESTIGATION | VOLL

- Ensayos aleatorios controlados
ES

e - Comparing the Effectiveness of Combined External Beam Radiation
udios E(HSOS!CO[I roles

Estudios transversales
o—rudios ransversales

Editoriales, opinién de expertos

and Hyperthermia Versus External Beam Radiation Alone in Treating
Patients With Painful Bony Metastases: A Phase 3 Prospective,
Randomized, Controlled Trial

Mau-Shin Chi, MD - Kai-Lin Yang, MD « Yue-Cune Chang, PhD « ... Kuang-Wen Liao, PhD

Motoharu Kondo, MD, PhD « Kwan-Hwa Chi, MD 2 =
Purpose

Jill 7o compare the respanse. duration of pain relief, and time to achieve complete pain relief after radiation therapy (RT) with o foF UPdates

Conclusions

The addition of HT to RT significantly increases the pain control rate and extends response duration compared with RT
alone for painful bony metastases.

Results

The study was terminated early after an interim analysis of 57 patients, 3 years after the first enroliment (November 2013 to
November 2016): 29 patients in the RT + HT group and 28 patients in the RT-alone group. The CR rate at 3 months after
treatment was 37.9% in the RT + HT group versus 7.1% in the RT-alone group (P=.006). The accumulated CR rate within

3 months after treatment was 58.6% in the RT + HT group versus 32.1% in the RT-alone group (P=.045). Median time to

pain progression was 55 days in patients with CR (n=9) in the RT-alone group, whereas the endpoint was not reached
during the 24-week follow-up in the RT + HT group (P<.01).

Conclusions

The addition of HT to AT significantly increases the pain control rate and extends response duration compared with RT
alone for painful bony metastases.
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Radiotherapy and Oncology

ELSEVIER jaurnal homepage: www thegreenjournal com

Original Article

Hyperthermia with radiotherapy reduces tumour alpha/beta: Insights
from trials of thermeradiotherapy vs radiotherapy alone

Niloy R. Datta ", Stephan Bodis "

Y L
)

* Hyperthermia increase BED (biological equivalent dose in RT)

Metaanalises randomized studies wtih radiotherapy vs radiotherapy + regional hyperthermia in:

* Recurrent breast cancer

» Locally advanced head and neck cancer Risk diffarance for “Completo Response atend of RT(HTRTvs RT"
. - — [
* Locally advanced cervical cancer e e et
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Hyperthermia and BED
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- Locally advanced rectal cancer

Estudios de casos y controles

Estudios transversales

Editoriales, opinidn de expertos

INTERNATIONAL JOURNAL OF HYPERTHERMIA Tavior &F .
2021, VOL. 38, NO. 1, 144-151 aylor & Francis
https://doi.org/10.1080/02656736.2021.1877837 Taylor & Francis Group

13

Beneficial effects of modulated electro-hyperthermia during neoadjuvant
treatment for locally advanced rectal cancer

Sunghyun Kim () 2, Jun Hyeok Lee®, Jihye Cha? , and Sei Hwan You?

2 Department of Radiation Oncology, Wonju Severance Christian Hospital, Yonsei University Wonju College of Medicine,
Wonju, Korea b Department of Biostatistics, Yonsei University Wonju College of Medicine, Wonju, Korea

(& valdecilla

MATERIALS AND METHODS Clinical data were analyzed for 120 patients who received neoadjuvant treatment
for locally advanced rectal cancer (T3/4 or N+, MO) from May 2012 to December 2017. Capecitabine or 5-
fluorouracil was administered along with radiotherapy. Patients were categorized into mEHT group (62 patients)
and non-mEHT group (58 patients) depending on whether mEHT was added. Surgery was performed 6-8 weeks
after the end of radiotherapy.

Table 1. Patient characteristics before neoadjuvant treatment. (Table view)

Characleristics mEHT group (n=62)  non-mEHT group (n=58)  p value
Median age, yrs. {range) 59 (33-83) 57 (43-82) 511
Sex, n .300

Male 46 (74.2%) 38 (65 5%)
Femala 16 (25.8%) 20 (34.5%)
Pathalogy, n 160
Adenocarcinoma 59 (95.2%) 565 (94.8%)
Mucinous adenocarcinoma 2(3.2%) 3 (5.2%)
Tubular adenocarcinema 1(1.6%) 0(0.0%)
Differentiation, n R::5)
Well differentiated 10(16.1%) 9(15.5%)
Moderate differentiated 48 (77.4%) 47 (81.0%)
Poar differentiated 3(4.8%) 1(1.7%)
Unknown 1(1.8%) 1(1.7%)
Anal verge range. n a7g
<50m 38 (61.3%) 41 (70.7%)
250m, <10em 16 (26.8%) 9(15.6%)
=10cm 8(12.9%) 8(13.8%)
Initial clinical T stage, n 887
cT2 2(3.2%) 3 (5.2%)
T3 46 (74.2%) 43 (74.1%)
cT4 14 (22.6%) 12 (20.7%)
Initial clinical N stage, n 052
cND 0 (0%) 4(6.9%)
SN+ 62 (100.0%) 54(03.1%)
Mean initial primary tumor volume, mL (= S07) 62.6 (+41.8) 61.9 (+ 66.7) 841
@Valdeci"a "SD: standard deviation.
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Table 2. Neoadjuvant treatment summary. (Table view)

Treatment mEHT group (n=62) non-mERT group (n = 58)
Radiation dose, n (MEHT No. range)

) <0 Gy ) 5 -9 0
50.4 Gy 5 (1-12) 58

Chemotherapy regimen, n

5-fluorouracil with leucovorin 6(9.7%) 27 (46.6%)

Capecitabine 55 (88.7%) 31(53.4%)

others 1(1.6%) 0(0%)
Type of resection, n

Low anterior resection 53 (85.5%) 47 (81.0%)

Abdominoperineal resection 4(6.5%) 9(15.5%)

Others 5 (8.0%) 2(3.5%)
Mean overall treatment timeT, day (+ SD¥) 80.2 (+ 8.4) 90.9 (+ 9.6)

"One of them had a radiation dose of 47.4Gy, T Overall treatment time: Duration from first radiotherapy day to
operation day. SD: standard deviation.

@Valdecilla

Table 3. Surgical pathology results. (Table view)

(mEHT group (n=62) ) non- mEHT group (n = 58) p value
e ———

Pathologic T stage, n 196
ypTO-is 13 (21.0%) 6(10.4%)
ypT1-2 21(33.9%) 18 (31.0%)
ypT3-4 28 (45.1%) 34 (58.6%)
T-downstaging rate, n/all 41/62 (66.1%) 33/58 (56.9%) .299
Pathologic N stage, n 180
ypNO 50 (80.7%) 41 (70.7%)
ypN+ 12(19.3%) 17 (29.3%)
N-downstaging rate, n/all 56/62 (90.3%) 48/541 (88.9%) .800
ypStage, n 422
ypCR 1 (17.7%) 5 (8.6%)
Stage 0 (ypTisNO) 1(1.6%) 1(1.7%)
Stage | 18 (29.0%) 13 (22.4%)
Stage Il 20 (32.3%) 22 (38.0%)
Stage Il 12(19.4%) 17 (29.3%)
Downstaging rate, n/all 50/62 (80.7%) 39/58 (67.2%) .094
Resection margin status, n/all (%) .841
Negative 56 (90.3%) 53 (91.4%)
Positive 6(9.7%) 5(8.6%)
TRG", n 146
TRG1 (Minimal regression) 9 (14.5%) 8(13.8%)
TRG2 (Moderate regression) 31(50.0%) 27 (46.6%)
TRG3 (Near total regression) 10(16.1%) 18 (31.0%)
TRG4 (Total regression) 12(19.4%) 5 (8.6%)
Good TRG score, TRG 3 + 4/all 22/62 (35.5%) 23/58 (39.7%) .637
Initial primary tumor volume ~ <65mL 16 7.2%) 23/43 (53.5%) 130
Initial primary tumor volume 265 mL 6/19 (31.6° 0/15 (0%) .024

@ Va IdeC]"a “TRG: Tumor regression grade. fB(t:luding 4 patients with icNO.
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RESULTS

* The median radiation dose was significantly less for mEHT group
(40 Gy) than for non-mEHT group (50.4 Gy).

* In mEHT group, 80.7% showed down-staging compared with 67.2% in non-
mEHT group.

* For large tumors of more than 65 cm? (mean), improved tumor regression
was observed in 31.6% of mEHT group compared with 0% of non-mEHT
group (p = .024).

* The gastrointestinal toxicity rate of mEHT group was 64.5%, which was found
to be statistically significantly less than 87.9% of non-mEHT group (p = .010).

* The 2-year disease-free survival was 96% for mEHT group and 79% for non-
mEHT group (p = .054).

(& valdecilla

CONCLUSIONS

* The overall mEHT group had a comparable response and survival
using less radiation dosing compared with standard care.

* The subgroup with large tumors showed significantly improved
efficacy for tumor regression after mEHT.

* The mEHT group had significantly less Gl toxicity.

(& valdecilla
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Author Naiive; e Miotal Survival rate  95% Cl  Weight
Douwes 2006 4 19 —B—- 0.21 [0.06; 0.46] 13.7%
Fiorentini 2006 3 12 —F— 0.25 [0.05; 0.57] 12.2%
Sahinbas 2007 52 140 —‘— 0.37 [0.29; 0.46] 15.7%
Hager 2008 53 179 - 0.30 [0.23; 0.37] 15.8%
Random effects mode 350 - 0.31 [0.25; 0.38] 57.4%

Stuc ted after 2(

Heo 2017 6 20

030  [0.12;0.54] 13.3%
Ryabova 2018 22 30 _ 073  [0.54;0.88] 14.3%
Fiorentini 2019 38 50 e 076  [0.62;0.87] 15.1%
Ran ffects mode 100 — 061  [0.32;0.89] 42.6%
Random effects model 450 e 042  [0.25; 0.59] 100.0%

0 02 04 06 08 1
Heterogeneity: 12 = 91%, 1° = 0.0472, p < 0.00Q
Test for subgroup differences: zf =3.92, df =
Figure 3. Effect of modulated electro-hyperthermia on 1-year glioblastoma survival rate, grouped by
studies published before and after 2008 [43,46-51].
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MEHT Glio Trial

Progression group: Analyzing the impact of adding mEHT to
standard second line chemotherapy in patients with progression after
ST for GBM.

- 6 patients were included (100% IDH negative).
- Average age was 54 years old (42-70).

- Second line chemotherapy was Fotemustine in 66.6%, Bevacizumab
in 16.6% and Temozolamide in 16.6% of the cases.

@ valdecilla ATt INMIA

mMEHT Glio Trial

GBM after progression to ST (n=6}

35.00

20.00

0.00
AVERAGE OSFROM DX FOLLOWUP

ucAM INMPA
b ——t
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Cervical Cancer

HT level |
evidence
(ESTRO)

Dr. Carrie
Minnaar
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9 months after finishing my residency program....

Fuente: EFE, 31 de enero. 2014 ©12:37

El Hospital Valdecilla, en Santander, aplica
en una sesion la radioterapia para cancer de

Pioneer technigue for breast cancer
RT: From 6-7 weeks lenght to only 1

treatment of about 15 min

El gerente del Hospital, César
Pascual, ha presentado hoy
esta nueva técnica junto al jefe
del Servicio de Oncologia
Radioterdpica, Pedro Prada, y a
la médico adjunto que estd al
frente del proyecto, Elisabeth

Arrojo.

Research coordinatior

400 clinics in USA

Michigan USA

& valdecinla INMEZA Ol (@) s
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INMEA
My mum...

* Brain surgery June 2018

* Radiosurgery
O
: 3 . c,%“
* 4 different types of immunotherapy
* Almost lethat side effect

4

* 5 brain metastases = March 2019 no more options for treatmet

INMEA

) YMY HEALTH
CAN’T WAIT

* Create: Medical Institute of Advanced Oncology
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INMIA

My mum:
- Diagnosed in December 2015
- 1%t brain metastases june 2018 Y
- Every six months new lesions...
- 5 brain metastases, 1in bowel 7cm *
length, leg, thorax...

Y& Metastases
2.4
RT + mEHT for 2 years (2019 to 2021) e aw—
RT + mEHT + low dose IT since January 2022 ...

1

—_—

Some of our cases... =
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GBM treated with

TMZ + mEHT
(18 treatments)

* Not candidate for surgery

* 10 months after
treatment free of disease

Microcitit lung cancer + Carboplatin-Etoposide
(12 mEHT treatments)

Male, 64 yo
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Marina, Microcytic lung cancer with liver..

metastases

MONOTHERAPY

Not candidate for chemo/radiotherapy
. UCAM
Valdecilla NI EADAD

IN BEFORE TREATMENT AFTER TREATMENT

EPIDERMOID LUNG
CANCER

12 mEHT treatments

MONOTHERAPY

@ valdecita @) sany
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Female 53 yo, Renal cell cancer — stage IV (liver, lung,
abdomen)

Female 53 yo, Renal cell cancer — stage IV (liver, lung, abdomen)
Cisplatin-Gemcitabine + mEHT (no tumor in 6 weeks)
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Female 53 yo, Renal cell cancer —
stage IV (liver, lung, abdomen)
Cisplatin-Gemcitabine + mEHT (no tumor
in 6 weeks)

ABSCOPAL EFFECT

Breast Cancer
* No chemo
* 30 Gy
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INVE® - ABSCOPAL EFFECT - LUNG CANCER

Before treatment 2weeks after treatment

@Va'deci"a Thorax mEHT x 6 QEAM

Progressed 1
month after
standard CT-RT

mEHT MONOTHERAPY
MRI after progression MRI after 18 mEHT treatments
@Valdecilla INMEA \ @ Hean
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43 yo Female with “IDH =" GBM

5 MRI 1 month after mEHT treatment EJCAM

@Valdecilla

5 years free of progression...

FIG 2. MRI
A) : 8) C)

Grade Il astrocitoma, female 37 yo. No
complete surgery

RT 54Gy = Chemo PCV 6 months
- Progression after 3 months.

Partial surgery-> Not candidate
chemo nor RT

mEHT MONOTHERAPY

A) MRI at progression after surgery, radiotherapy and chemotherapy; B) MRI after second surger

(after progression); C) Last MRI 44 months after last surgery. Only mEHT performed from that tim @ V ] d “ "
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o 6/8/19, 28/10/19,

Breast cancer

4* CT cycles ;
29 mEHT treatments

2.5 months later
COMPLETE RESPONSE

AL
’.’!"\l’...’

Only the first cycle with paclitaxel + pertuzumab + trastuzumab.

The other ones only pertuzumab + trastuzumab (patient desirees)
INMIA

() valdecilla

UCAM
R en

[F¥152.78 n Y:30.96 mn 2 149800 e

Stage IV
hepatocarcinoma

Atezolizumab + mEHT

Results 2 months after treatment
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Stage IV
hepatocarcinoma

Atezolizumab + mEHT

Results 2 months after treatment

STAGE IV OVARIAN CANCER

3 CT CYCLES (CARBOPLATIN + TAXOL) + 15 mEHT treatments
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Reirradiation of high-grade gliomas with GRS in
combination with mEHT:

preliminary results of a prospective series

Morena Sallabanda, MD, PhD
Radiation Oncologist
Institute of Advanced Radiosurgery
(IRCA) Madrid, Spain

IRCA INMZA

- Alive

- No disease!!! g 2023

- No morbidities : L B P O Flemine
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MEJOR CENTRO
DE ONCOTHERMIA

4o | noPEAN
i [ SGosm
| MEDICINE [

o

LA RAZON ENTREGA LOS 'PREMIOS MEDICOS.
DEL ANO'

©Moticias ouct) INAVIRUS: Cartangls pror

La Dra. Arrojo, directora médica de INMOA,
galardonada el pasado dia 16 de diciembre de
2020, como "Médico oncélogo del afio".
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INMZA
INMOA in news...

A lot of interviews radio,
newspapers, TV...

News on TV...

INMEA

* INMOA, Madrid.
* INMOA, Vasque Country.

o INVEA Aw A

v\
/ < \('e A8

@ valdecilia R
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UCAM
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CATOLICA DE MURCIA

@ valdecilia Rkt
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PRESENT/FUTURE...

r‘lypo 11CD inducer

Review
Hyperthermia in Combination with Emerging Targeted and
Immunotherapies as a New Approach in Cancer Treatment

~

Tine Logghe ¥, Eke van Zwol '*, Benoit Immordino >3, Kris Van den Cruys !, Marc Peeters ¢, Elisa Giovannetti 250
and Johannes Bogers 6

Changes in cytosolic
proteins or channels

Elmedix NV, Dellingstraat 34/1, 2800 Mechelen, Belgium
Cancer Pharmacology Lab, Fondazione Pisana per la Scienza, San Giuliano, 56017 Pisa, ltaly
Tnstitute of Life Sciences, Sant’ Anna School of Advanced Studies, 56127 Pisa, Ttaly

t of Oncology, Antwerp University Hospital, 2650 Edegem, Belgium
Department of Medical Oncology, Amsterdam UMC, Location Vrije Universiteit, Cancer Center Amsterdam,
1081 HV Amsterdam, The Netherlands
Laboratory of Cell Biology and Histology, Faculty of Medicine and Health Sciences, University of Antwerp,
2610 Antwerp, Belgium
* Correspondence: john-paul bogers@elmedix com
" ‘These authors contributed equally to this work.

Cancers 2024, 16(3),

505; https://doi.ora/10.3390/can RS ICD Inducer
cers16030505
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& frontiers

Frontiers in Immunology

(®) Check for updates

immune

OPEN ACCESS

Lan He** and Yi

(&, valdecilla

Modulated
electrohyperthermia
(MEHT)

More than only
hyperthermia...

Hyperthermia combined with

therapy in the treatment of
primary and metastatic tumors

PRESENT/FUTURE...

Cold tumor Thermal tumor
st 2022
.21 =
@ @
~ Pl |
P
@~ ’\

HTT combined
with ICls

checkpoint inhibitor

Naiw
Ximing Yang', Miaozhi Gao', Runshi Xu®, Yangyang Tao',
5 12 1.Release of TAAs 2. APC maturation 3, Effector T cells AHTT
Wang Luo’, Binya Wang’, Wenliang Zhong'?, HMI;W and antigen presentation  migration 1o the tumor with (Cls
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Conclusions

@ Scientifically Proven: Modulated electro-hyperthermia is supported by solid clinical
and scientific evidence across various cancer types.

Treatment Amplifier: It significantly enhances the efficacy of both systemic therapies
and radiotherapy, offering improved outcomes (From Good results to extraordinary...)

} Immune system power: Its powerful immune-modulating effect opens a promising

path for future research in cancer immunotherapy.

il
li

Thank you!!!
earrojo@inmoa.es
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